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Major Recommendations
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Shared Decision Making

Counseling of patients to select a management strategy for localized prostate cancer should
incorporate shared decision making and explicitly consider cancer severity (risk category), patient
values and preferences, life expectancy, pre-treatment general functional and genitourinary
symptoms, expected post-treatment functional status, and potential for salvage treatment. (Strong
Recommendation; Evidence Level: Grade A)
Prostate cancer patients should be counseled regarding the importance of modifiable health-related
behaviors or risk factors, such as smoking and obesity. (Expert Opinion)
Clinicians should encourage patients to meet with different prostate cancer care specialists (e.g.,
urology and either radiation oncology or medical oncology or both), when possible to promote
informed decision making. (Moderate Recommendation; Evidence Level: Grade B)



Effective shared decision making in prostate cancer care requires clinicians to inform patients about
immediate and long-term morbidity or side effects of proposed treatment or care options. (Clinical
Principle)
Clinicians should inform patients about suitable clinical trials and encourage patients to consider
participation in such trials based on eligibility and access. (Expert Opinion)

Care Options by Cancer Severity/Risk Group

Very Low-/Low-Risk Disease

Clinicians should not perform abdomino-pelvic computed tomography (CT) or routine bone scans in
the staging of asymptomatic very low- or low-risk localized prostate cancer patients. (Strong
Recommendation; Evidence Level: Grade C)
Clinicians should recommend active surveillance as the best available care option for very low-risk
localized prostate cancer patients. (Strong Recommendation; Evidence Level: Grade A)
Clinicians should recommend active surveillance as the preferable care option for most low-risk
localized prostate cancer patients. (Moderate Recommendation; Evidence Level: Grade B)
Clinicians may offer definitive treatment (i.e., radical prostatectomy or radiotherapy) to select low-
risk localized prostate cancer patients who may have a high probability of progression on active
surveillance. (Conditional Recommendation; Evidence Level: Grade B)
Clinicians should not add androgen deprivation therapy (ADT) along with radiotherapy for low-risk
localized prostate cancer with the exception of reducing the size of the prostate for brachytherapy.
(Strong Recommendation; Evidence Level: Grade B)
Clinicians should inform low-risk prostate cancer patients considering whole-gland cryosurgery that
consequent side effects are considerable and survival benefit has not been shown in comparison to
active surveillance. (Conditional Recommendation; Evidence Level: Grade C)
Clinicians should inform low-risk prostate cancer patients who are considering focal therapy or high-
intensity focused ultrasound (HIFU) that these interventions are not standard care options because
comparative outcome evidence is lacking. (Expert Opinion)
Clinicians should recommend observation or watchful waiting for men with a life expectancy ≤5 years
with low-risk localized prostate cancer. (Strong Recommendation; Evidence Level: Grade B)
Among most low-risk localized prostate cancer patients, tissue based genomic biomarkers have not
shown a clear role in the selection of candidates for active surveillance. (Expert Opinion)

Intermediate-Risk Disease

Clinicians should consider staging unfavorable intermediate-risk localized prostate cancer patients
with cross sectional imaging (CT or magnetic resonance imaging [MRI]) and bone scan. (Expert
Opinion)
Clinicians should recommend radical prostatectomy or radiotherapy plus ADT as standard treatment
options for patients with intermediate-risk localized prostate cancer. (Strong Recommendation;
Evidence Level: Grade A)
Clinicians should inform patients that favorable intermediate-risk prostate cancer can be treated with
radiation alone, but that the evidence basis is less robust than for combining radiotherapy with ADT.
(Moderate Recommendation; Evidence Level: Grade B)
In select patients with intermediate-risk localized prostate cancer, clinicians may consider other
treatment options such as cryosurgery. (Conditional Recommendation; Evidence Level: Grade C)
Active surveillance may be offered to select patients with favorable intermediate-risk localized
prostate cancer; however, patients should be informed that this comes with a higher risk of
developing metastases compared to definitive treatment. (Conditional Recommendation; Evidence
Level: Grade C)
Clinicians should recommend observation or watchful waiting for men with a life expectancy ≤5 years
with intermediate-risk localized prostate cancer. (Strong Recommendation; Evidence Level: Grade A)
Clinicians should inform intermediate-risk prostate cancer patients who are considering focal therapy
or HIFU that these interventions are not standard care options because comparative outcome
evidence is lacking. (Expert Opinion)



High-Risk Disease

Clinicians should stage high-risk localized prostate cancer patients with cross-sectional imaging (CT
or MRI) and bone scan. (Clinical Principle)
Clinicians should recommend radical prostatectomy or radiotherapy plus ADT as standard treatment
options for patients with high-risk localized prostate cancer. (Strong Recommendation; Evidence
Level: Grade A)
Clinicians should not recommend active surveillance for patients with high-risk localized prostate
cancer. Watchful waiting should only be considered in asymptomatic men with limited life expectancy
(≤5 years). (Moderate Recommendation; Evidence Level: Grade C)
Cryosurgery, focal therapy and HIFU treatments are not recommended for men with high-risk
localized prostate cancer outside of a clinical trial. (Expert Opinion)
Clinicians should not recommend primary ADT for patients with high-risk localized prostate cancer
unless the patient has both limited life expectancy and local symptoms. (Strong Recommendation;
Evidence Level: Grade A)
Clinicians may consider referral for genetic counseling for patients (and their families) with high-risk
localized prostate cancer and a strong family history of specific cancers (e.g., breast, ovarian,
pancreatic, other gastrointestinal tumors, lymphoma). (Expert Opinion)

Recommended Approaches and Details of Specific Care Options

Active Surveillance

Localized prostate cancer patients who elect active surveillance should have accurate disease
staging including systematic biopsy with ultrasound or MRI-guided imaging. (Clinical Principle)
Localized prostate cancer patients undergoing active surveillance should have routine surveillance
prostate-specific antigen (PSA) testing and digital rectal exams. (Strong Recommendation; Evidence
Level: Grade B)
Localized prostate cancer patients undergoing active surveillance should be encouraged to have a
confirmatory biopsy within the initial two years and surveillance biopsies thereafter. (Clinical
Principle)
Clinicians may consider multiparametric prostate MRI as a component of active surveillance for
localized prostate cancer patients. (Expert Opinion)
Tissue-based genomic biomarkers have not shown a clear role in active surveillance for localized
prostate cancer and are not necessary for follow-up. (Expert Opinion)
Clinicians should offer definitive treatment to localized prostate cancer patients undergoing active
surveillance who develop adverse reclassification. (Moderate Recommendation; Evidence Level:
Grade B)

Prostatectomy

Clinicians should inform localized prostate cancer patients that younger or healthier men (e.g., <65
years of age or >10 year life expectancy) are more likely to experience cancer control benefits from
prostatectomy than older men. (Strong Recommendation; Evidence Level: Grade B)
Clinicians should inform localized prostate cancer patients that open and robot-assisted radical
prostatectomy offer similar cancer control, continence recovery, and sexual recovery outcomes.
(Moderate Recommendation; Evidence Level: Grade C)
Clinicians should inform localized prostate cancer patients that robotic/laparoscopic or perineal
techniques are associated with less blood loss than retropupic prostatectomy. (Strong
Recommendation; Evidence Level: Grade B)
Clinicians should counsel localized prostate cancer patients that nerve-sparing is associated with
better erectile function recovery than non-nerve sparing. (Strong Recommendation; Evidence Level:
Grade A)
Clinicians should not treat localized prostate cancer patients who have elected to undergo radical
prostatectomy with neoadjuvant ADT or other systemic therapy outside of clinical trials. (Strong
Recommendation; Evidence Level: Grade A)



Clinicians should inform localized prostate cancer patients considering prostatectomy that older men
experience higher rates of permanent erectile dysfunction and urinary incontinence after
prostatectomy compared to younger men. (Strong Recommendation; Evidence Level: Grade B)
Pelvic lymphadenectomy can be considered for any localized prostate cancer patients undergoing
radical prostatectomy and is recommended for those with unfavorable intermediate-risk or high-risk
disease. Patients should be counseled regarding the common complications of lymphadenectomy,
including lymphocele development and its treatment. (Expert Opinion)
Clinicians should inform localized prostate cancer patients with unfavorable intermediate-risk or
high-risk prostate cancer about benefits and risks related to the potential option of adjuvant
radiotherapy when locally extensive prostate cancer is found at prostatectomy. (Moderate
Recommendation; Evidence Level: Grade B)

Radiotherapy

Clinicians may offer single modality external beam radiotherapy or brachytherapy for patients who
elect radiotherapy for low-risk localized prostate cancer. (Clinical Principle)
Clinicians may offer external beam radiotherapy or brachytherapy alone or in combination for
favorable intermediate-risk localized prostate cancer. (Clinical Principle)
Clinicians should offer 24 to 36 months of ADT as an adjunct to either external beam radiotherapy
alone or external beam radiotherapy combined with brachytherapy to patients electing radiotherapy
for high-risk localized prostate cancer. (Strong Recommendation; Evidence Level: Grade A)
Clinicians should inform localized prostate cancer patients that use of ADT with radiation increases
the likelihood and severity of adverse treatment-related events on sexual function in most men and
can cause other systemic side effects. (Strong Recommendation; Evidence Level: Grade B)
Clinicians should consider moderate hypofractionation when the localized prostate cancer patient (of
any risk category) and clinician decide on external beam radiotherapy to the prostate (without nodal
radiotherapy). (Moderate Recommendation; Evidence Level: Grade B)
For localized prostate cancer patients with obstructive, non-cancer-related lower urinary function,
surgical approaches may be preferred. If radiotherapy is used for these patients or those with
previous significant transurethral resection of the prostate, low-dose rate brachytherapy should be
discouraged. (Moderate Recommendation; Evidence Level: Grade C)
Clinicians should inform localized prostate cancer patients who are considering proton beam therapy
that it offers no clinical advantage over other forms of definitive treatment. (Moderate
Recommendation; Evidence Level: Grade C)
Clinicians should inform localized prostate cancer patients considering brachytherapy that it has
similar effects as external beam radiotherapy with regard to erectile dysfunction and proctitis but can
also exacerbate urinary obstructive symptoms. (Expert Opinion)

Whole-Gland Cryosurgery

Clinicians may consider whole-gland cryosurgery in low- and intermediate-risk localized prostate
cancer patients who are not suitable for either radical prostatectomy or radiotherapy due to
comorbidities yet have >10 year life expectancy. (Expert Opinion)
Clinicians should inform localized prostate cancer patients considering whole-gland cryosurgery that
cryosurgery has similar progression-free survival as did non-dose escalated external beam radiation
(also given with neoadjuvant hormonal therapy) in low- and intermediate-risk disease, but conclusive
comparison of cancer mortality is lacking. (Conditional Recommendation; Evidence Level: Grade C)
Defects from prior transurethral resection of the prostate are a relative contraindication for whole-
gland cryosurgery due to the increased risk of urethral sloughing. (Clinical Principle)
For whole-gland cryosurgery treatment, clinicians should utilize a third or higher generation, argon-
based cryosurgical system for whole-gland cryosurgery treatment. (Clinical Principle)
Clinicians should inform localized prostate cancer patients considering cryosurgery that it is unclear
whether or not concurrent ADT improves cancer control, though it can reduce prostate size to
facilitate treatment. (Clinical Principle)
Clinicians should inform localized prostate cancer patients considering whole-gland cryosurgery that



erectile dysfunction is an expected outcome. (Clinical Principle)
Clinicians should inform localized prostate cancer patients considering whole-gland cryosurgery about
the adverse events of urinary incontinence, irritative and obstructive urinary problems. (Strong
Recommendation; Evidence Level: Grade B)

HIFU and Focal Therapy

Clinicians should inform those localized prostate cancer patients considering focal therapy or HIFU
that these treatment options lack robust evidence of efficacy. (Expert Opinion)
Clinicians should inform localized prostate cancer patients who are considering HIFU that even
though HIFU is approved by the U.S. Food and Drug Administration (FDA) for the destruction of
prostate tissue, it is not approved explicitly for the treatment of prostate cancer (Expert Opinion).
Clinicians should advise localized prostate cancer patients considering HIFU that tumor location may
influence oncologic outcome. Limiting apical treatment to minimize morbidity increases the risk of
cancer persistence. (Moderate Recommendation; Evidence Level: Grade C)
As prostate cancer is often multifocal, clinicians should inform localized prostate cancer patients
considering focal therapy that focal therapy may not be curative and that further treatment for
prostate cancer may be necessary. (Expert Opinion)

Outcome Expectations and Management

Treatment Side Effects and Health-Related Quality of Life

Clinicians should inform localized prostate cancer patients that erectile dysfunction occurs in many
patients following prostatectomy or radiation, and that ejaculate will be lacking despite preserved
ability to attain orgasm, whereas observation does not cause such sexual dysfunction. (Strong
Recommendation; Evidence Level: Grade B)
Clinicians should inform localized prostate cancer patients that long-term obstructive or irritative
urinary problems occur in a subset of patients following observation or active surveillance or
following radiation, whereas prostatectomy can relieve pre-existing urinary obstruction. (Strong
Recommendation; Evidence Level: Grade B)
Clinicians should inform localized prostate cancer patients that whole-gland cryosurgery is associated
with worse sexual side effects and similar urinary and bowel/rectal side effects as those after
radiotherapy. (Strong Recommendation; Evidence Level: Grade B)
Clinicians should inform localized prostate cancer patients that temporary urinary incontinence occurs
in most patients after prostatectomy and persists long-term in a small but significant subset, more
than during observation or active surveillance or after radiation. (Strong Recommendation; Evidence
Level: Grade A)
Clinicians should inform localized prostate cancer patients that temporary proctitis following
radiation persists in some patients long-term in a small but significant subset and is rare during
observation or active surveillance or after prostatectomy. (Strong Recommendation; Evidence Level:
Grade A)

Post-Treatment Follow-Up

Clinicians should monitor localized prostate cancer patients post therapy with PSA, even though not
all PSA recurrences are associated with metastatic disease and prostate cancer specific death.
(Clinical Principle)
Clinicians should inform localized prostate cancer patients of their individualized risk-based
estimates of post-treatment prostate cancer recurrence. (Clinical Principle)
Clinicians should support localized prostate cancer patients who have survivorship or outcomes
concerns by facilitating symptom management and encouraging engagement with professional or
community-based resources. (Clinical Principle)

Definitions

Body of Evidence Strength



Grade A: Well-conducted and highly-generalizable randomized controlled trials (RCTs) or exceptionally
strong observational studies with consistent findings

Grade B: RCTs with some weaknesses of procedure or generalizability or moderately strong observational
studies with consistent findings

Grade C: RCTs with serious deficiencies of procedure, generalizability, or extremely small sample sizes or
observational studies that are inconsistent, have small sample sizes, or have other problems that
potentially confound interpretation of data

Note: By definition, Grade A evidence is evidence about which the Panel has a high level of certainty, Grade B evidence is evidence about
which the Panel has a moderate level of certainty, and Grade C evidence is evidence about which the Panel has a low level of certainty.

American Urological Association (AUA) Nomenclature Linking Statement Type to Level of Certainty,
Magnitude of Benefit or Risk/Burden, and Body of Evidence Strength

 Evidence Strength A
(High Certainty)

Evidence Strength B
(Moderate
Certainty)

Evidence Strength C (Low
Certainty)

Strong
Recommendation

(Net benefit or
harm

substantial)

Benefits >
Risks/Burdens (or vice
versa)

Net benefit (or net
harm) is substantial

Applies to most
patients in most
circumstances and
future research is
unlikely to change
confidence

Benefits >
Risks/Burdens (or vice
versa)

Net benefit (or net
harm) is substantial

Applies to most
patients in most
circumstances but
better evidence could
change confidence

Benefits > Risks/Burdens (or vice
versa)

Net benefit (or net harm) is
substantial

Applies to most patients in most
circumstances but better evidence
is likely to change confidence
(rarely used to support a Strong
Recommendation)

Moderate
Recommendation

(Net benefit or
harm moderate)

Benefits >
Risks/Burdens (or vice
versa)

Net benefit (or net
harm) is moderate

Applies to most
patients in most
circumstances and
future research is
unlikely to change
confidence

Benefits >
Risks/Burdens (or vice
versa)

Net benefit (or net
harm) is moderate

Applies to most
patients in most
circumstances and
future research is
unlikely to change
confidence

Benefits > Risks/Burdens (or vice
versa)

Net benefit (or net harm) appears
moderate

Applies to most patients in most
circumstances and future research
is unlikely to change confidence

Conditional
Recommendation

(No apparent net
benefit or harm)

Benefits =
Risks/Burdens

Best action depends
on individual patient
circumstances

Future research
unlikely to change
confidence

Benefits =
Risks/Burdens

Best action depends
on individual patient
circumstances

Better evidence could
change confidence

Balance between Benefits &
Risks/Burdens unclear

Alternative strategies may be
equally reasonable

Better evidence likely to change
confidence

Clinical Principle A statement about a component of clinical care that is widely agreed upon by
urologists or other clinicians for which there may or may not be evidence in the
medical literature

Expert Opinion A statement, achieved by consensus of the Panel, that is based on members'
clinical training, experience, knowledge, and judgment for which there is no
evidence

Clinical Algorithm(s)



None provided

Scope

Disease/Condition(s)
Clinically localized prostate cancer

Guideline Category
Counseling

Management

Risk Assessment

Treatment

Clinical Specialty
Oncology

Radiation Oncology

Surgery

Urology

Intended Users
Advanced Practice Nurses

Physician Assistants

Physicians

Guideline Objective(s)
To provide a clinical framework stratified by cancer severity (or risk group) to facilitate care decisions
To guide the specifics of implementing the selected management options, including active
surveillance, observation/watchful waiting, prostatectomy, radiotherapy, cryosurgery, high-intensity
focused ultrasound (HIFU) and focal therapy

Target Population
Men with clinically localized prostate cancer

Interventions and Practices Considered
1. Shared decision making

Counseling of patients to select a management strategy for localized prostate cancer that
incorporates shared decision making



Counseling regarding the importance of modifiable health-related behaviors or risk factors, such
as smoking and obesity
Informing patients about suitable clinical trials and encouraging patients to consider
participation in such trials

2. Care options by cancer severity/risk group
Cross-sectional imaging (computed tomography [CT] or magnetic resonance imaging [MRI])
and/or bone scans for staging
Active surveillance
Radical prostatectomy
Radiotherapy
Androgen deprivation therapy (ADT) in addition to radiotherapy
Informing patients of side effects of whole-gland cryosurgery
Informing patients that evidence is lacking concerning focal therapy or high-intensity focused
ultrasound (HIFU)
Use of tissue-based genomic biomarkers in the selection of candidates for active surveillance
Observation or watchful waiting
Cryosurgery
Primary ADT (not recommended unless the patient has both limited life expectancy and local
symptoms)
Referral for genetic counseling

3. Outcome expectations and management
Informing patients about treatment side effects (sexual, urinary, and bowel) and health-related
quality of life
Post-treatment follow-up

Major Outcomes Considered
Overall survival or all-cause mortality
Prostate cancer-specific mortality
Progression to metastatic disease
Patient-reported health-related quality of life (measured by validated instruments)
Adverse events (sexual dysfunction, urinary or bowel incontinence)

Methodology

Methods Used to Collect/Select the Evidence
Hand-searches of Published Literature (Primary Sources)

Hand-searches of Published Literature (Secondary Sources)

Searches of Electronic Databases

Searches of Unpublished Data

Description of Methods Used to Collect/Select the Evidence
Note: The systematic review utilized in the creation of this guideline was completed in part through the
Agency for Healthcare Research and Quality (AHRQ) and through additional supplementation that further
addressed additional key questions and more recently published literature.

Key Questions (KQ)



In order to analyze the existing evidence to generate the pertinent guidelines, the panel chose to include
the following three questions from the 2014 Evidence-based Practice Center (EPC) report.

Key Question 1

What are the comparative risks and benefits of the following therapies for clinically localized prostate
cancer?

Radical prostatectomy (RP), including open (retropubic and perineal) and laparoscopic (with or
without robotic assistance) approaches
External beam radiotherapy (EBRT), including standard therapy and therapies designed to decrease
exposure to normal tissues such as intensity-modulated radiotherapy (IMRT), three-dimensional
conformal radiotherapy (3D-CRT), proton beam therapy, and stereotactic body radiation therapy
Interstitial brachytherapy (BT)
Cryotherapy
Watchful waiting (WW)
Active surveillance (AS)
Hormonal therapy
High-intensity focused ultrasound (HIFU)

Key Question 2

How do specific patient characteristics (e.g., age, race/ethnicity, presence or absence of comorbid illness,
preferences such as tradeoff of treatment-related adverse effects versus (vs) potential for disease
progression) affect the outcomes of these therapies overall and differentially?

Key Question 4

How do tumor characteristics (e.g., Gleason score, tumor volume, screen-detected vs clinically detected
tumors, and prostate-specific antigen [PSA] levels) affect the outcomes of these therapies overall and
differentially?

Literature Search

A comprehensive search of the literature was performed by ECRI Institute. This search covered articles
published between 1/1/2007 and 8/24/2015. The 2014 EPC report had used March 7, 2014 as its latest
search date; therefore, this report includes data published in the subsequent ~17-month period.

Resources Searched

The Cochrane Central Register of Controlled Trials (CENTRAL): 2007 through September 16, 2015
(W iley)
The Cochrane Database of Methodology Reviews (Methodology Reviews): 2007 through September
16, 2015 (W iley)
The Cochrane Database of Systematic Reviews (Cochrane Reviews): 2007 through September 16,
2015 (W iley)
Database of Abstracts of Reviews of Effects (DARE): 2007 through September 16, 2015 (W iley)
EMBASE (Excerpta Medica): 2007 through August 24, 2015 (Embase.com)
MEDLINE: 2007 through August 24, 2015 (Embase.com)
PUBMED (PreMEDLINE: 2007 through August 24, 2015 (NLM)

Hand Searches of Journal Literature

Journals and supplements maintained in ECRI Institute's collections were reviewed. Nonjournal
publications and conference proceedings from professional organizations, private agencies, and
government agencies were also screened. Other mechanisms used to retrieve additional relevant
information included review of bibliographies/reference lists from peer-reviewed and gray literature. (Gray
literature consists of reports, studies, articles, and monographs produced by federal and local government
agencies, private organizations, educational facilities, consulting firms, and corporations. These



documents do not appear in the peer-reviewed journal literature.)

Study Selection after Literature Searched

Two analysts reviewed the abstracts identified in the literature search. Articles which potentially fulfill
the outlined inclusion criteria (below) and answer one or more of the questions specified by the panel
were retrieved in full text for review by the team. For all full-text exclusions, the panel recorded the
reason for exclusion.

Inclusion and Exclusion Criteria

Non-English-language studies were excluded

Inclusion Criteria for KQ1

Designs

Randomized controlled studies (RCTs), except that RCTs that assigned treatments based on
pathological staging were excluded
Non-RCT if:

Comparative
Concurrent
Multicenter
≥500 patients
Some method to control for selection bias (propensity scores, instrumental variables,
multivariate regression)
For effectiveness: Either the Surveillance, Epidemiology, and End Results (SEER) program, or
prospective. A retrospective analysis of a true prospective study was considered prospective.
However, a retrospective analysis of "prospectively collected" data that was not part of a pre-
planned study was considered retrospective.
For adverse events: Either SEER, or prospective, or retrospective with consecutive enrollment or
random enrollment

Population

Any prostate cancer population as long as data reported separately for T1/T2 patients, (but aggregate
data is acceptable if T1/T2 population is >85% of the total population)

Comparisons

Comparisons within a category are included (e.g., open vs laparoscopic prostatectomy), except 1) nerve-
sparing vs standard prostatectomy and 2) different doses of treatment such as radiotherapy,
brachytherapy, cryotherapy, hormonal therapy, ultrasound (RCTs included in the 2008 report are included
if they cover a treatment of interest, even if it is a dose comparison. Note: 1 RCT from the 2008 EPC
report was excluded due to no treatment of interest).

Outcomes

Effectiveness outcomes:

Overall survival or all-cause mortality
Prostate cancer-specific mortality
Progression to metastatic disease
Patient-reported health-related quality of life (HRQOL) (measured by validated instruments)

Adverse events (AEs, exclude adverse events ascertained from claims data):

Classify outcomes on any measures of sexual dysfunction, urinary or bowel incontinence under AEs,
and only include more general quality of life (QoL) measures under "Patient-reported HRQOL"
PSA is excluded



Biochemical survival is excluded because it is always based on PSA
Disease-free survival is excluded because typically it is based on PSA
(Note: 2 RCTs from the 2008 EPC report were excluded due to no outcome of interest)

Follow-up: ≥1 year for ≥85% of population. The panel will include data on outcomes <1 year only for
studies that report ≥1-year data.

Inclusion Criteria for KQ2 and KQ4

Any design
Multicenter
For predicting effectiveness outcomes, either SEER, or prospective
For predicting adverse event outcomes, either SEER, or prospective, or retrospective with consecutive
enrollment or random enrollment
500+ enrolled patients
One or more treatments of interest (see list above). The panel excluded analyses that lumped
different treatments (e.g., "active treatment" as a catch-all for multiple specific treatments)
85%+ had T1 or T2, or data were provided specifically for a group of patients that was 85%+ T1/T2
Reported data on the association between a baseline patient characteristic (KQ2) and a treatment
outcome of interest (see list above), OR reported data on the association between a baseline tumor
characteristic (KQ4) and a treatment outcome of interest (see list above)
Non-randomized studies must have performed a multivariate analysis of the association between the
risk factor and the outcome. Randomized studies could have reported either univariate or
multivariate analyses of this association.
Minimum follow-up of one year. The panel will include data on outcomes <1 year only for studies
that report ≥1-year data.

Number of Source Documents
Of the 105 publications retrieved for full review, 60 were excluded. The most common exclusions were for
retrospective studies that did not report data on adverse events, single-center nonrandomized studies,
and studies with less than one year of follow-up. Pertinent publications from the 2008 and 2014
Evidence-based Practice Center (EPC) reports and 45 new publications were included.

Methods Used to Assess the Quality and Strength of the Evidence
Weighting According to a Rating Scheme (Scheme Given)

Rating Scheme for the Strength of the Evidence
Body of Evidence Strength

Grade A: Well-conducted and highly-generalizable randomized controlled trials (RCTs) or exceptionally
strong observational studies with consistent findings

Grade B: RCTs with some weaknesses of procedure or generalizability or moderately strong observational
studies with consistent findings

Grade C: RCTs with serious deficiencies of procedure, generalizability, or extremely small sample sizes or
observational studies that are inconsistent, have small sample sizes, or have other problems that
potentially confound interpretation of data

Note: By definition, Grade A evidence is evidence about which the Panel has a high level of certainty, Grade B evidence is evidence about
which the Panel has a moderate level of certainty, and Grade C evidence is evidence about which the Panel has a low level of certainty.



Methods Used to Analyze the Evidence
Review of Published Meta-Analyses

Systematic Review with Evidence Tables

Description of the Methods Used to Analyze the Evidence
Note: The systematic review utilized in the creation of this guideline was completed in part through the
Agency for Healthcare Research and Quality (AHRQ) and through additional supplementation that further
addressed additional key questions and more recently published literature.

Data Extraction

Information from each included article was extracted by team members using standard extraction forms.
Given the quantity of eligible articles, the team members did not perform duplicate data extraction.

Assessment of Quality

The quality of each study was rated using the following seven items:

Were patients randomly or pseudorandomly (e.g., using instrumental variable analysis) assigned to
the study groups?
Was there concealment of group allocation?
Were data analyzed based on the intention-to-treat-principle?
Were those who assessed the patient outcomes blinded to the group to which the patients were
assigned?
Was the outcome measure of interest objective and was it objectively measured?
Was there a 15% or less difference in the length of follow-up for the two groups?
Was there fidelity to protocol?

To be considered as having high quality, the study must have met all the following conditions:
randomization or pseudorandomization (e.g., using instrumental variable analysis) of study participants
to treatment groups, concealment of allocation (studies with central randomization received a "yes" on
this item), data analysis based on the intention-to-treat-principle, an outcome that was objective if
outcome assessors were not blinded or blinding of outcome assessors was not reported, a difference of
15 percent or less in the length of follow-up for the comparison groups, and no clear indication of lack of
fidelity to the protocol.

To be considered as having low quality, the study must have met at least one of the following criteria:
trial did not randomly or pseudorandomly (i.e., using instrumental variables) assign patients to study
groups and did not blind outcome assessors, trial had a difference of 15 percent or more in the length of
follow-up for comparison groups, or trial stated that there was not good fidelity to the protocol.

To be considered as having medium quality, the study met neither the criteria for low quality nor the
criteria for high quality.

Analyses

For Key Question 1, each treatment comparison was considered separately, and within each comparison
the team members discussed first the randomized trials and then the nonrandomized studies. The reason
for this separation involves quality: nonrandomized studies are unable to adjust for unknown
confounders, therefore their results are more susceptible to bias. For Key Questions 2 and 4, which
involve prediction of outcomes and not treatment comparisons, randomized trials and nonrandomized
studies were discussed together, because randomization to treatments is not a critical aspect of
determining which patient or tumor characteristics predict outcomes.

Qualitative syntheses for all Key Questions were performed. For most Key Questions, the body of



evidence was rated using the American Urological Association (AUA) system of A, B, or C (see the "Rating
Scheme for the Strength of the Evidence" field).

It should be noted that Level B evidence may include evidence from observational studies with medium
quality and consistent findings of a strong treatment effect. Panelists can therefore make a stronger
statement (standard or recommendation) based on this evidence. In instances where evidence for a given
question is rated as level C, this does not mean that the panel cannot make a statement based on the
evidence, particularly if findings from included studies are not substantially different. In cases where
studies show conflicting evidence or evidence is sparse, panelists may still use clinical judgment to
inform a guideline statement. Note that the worst possible rating for randomized controlled trials (RCTs)
is Level B. Evidence comprised of only RCTs, therefore, would be judged as either Level A or Level B.

Methods Used to Formulate the Recommendations
Expert Consensus

Expert Consensus (Delphi)

Description of Methods Used to Formulate the Recommendations
The Localized Prostate Cancer Panel was created in 2012 by the American Urological Association
Education and Research, Inc. (AUA). The Practice Guidelines Committee (PGC) of the AUA selected the
Panel Chair who in turn appointed the Vice Chair. In a collaborative process, additional Panel members,
including members of the American Society for Radiation Oncology (ASTRO), the American Society of
Clinical Oncology (ASCO), and Society of Urologic Oncology (SUO), with specific expertise in this area
were then nominated and approved by the PGC.

The mission of the Panel was to develop recommendations that are analysis-based or consensus-based,
depending on Panel processes and available data, for optimal clinical practices in the treatment of
clinically localized prostate cancer.

AUA Nomenclature: Linking Statement Type to Evidence Strength

The AUA nomenclature system explicitly links statement type to body of evidence strength, level of
certainty, magnitude of benefit or risk/burdens, and the Panel's judgment regarding the balance between
benefits and risks/burdens (see the "Rating Scheme for the Strength of the Recommendations" field).

Where gaps in the evidence existed, the Panel provides guidance in the form of Clinical Principles or
Expert Opinion with consensus achieved using a modified Delphi technique if differences of opinion
emerged.

Rating Scheme for the Strength of the Recommendations
American Urological Association (AUA) Nomenclature Linking Statement Type to Level of Certainty,
Magnitude of Benefit or Risk/Burden, and Body of Evidence Strength

 Evidence Strength A
(High Certainty)

Evidence Strength B
(Moderate
Certainty)

Evidence Strength C (Low
Certainty)

Strong
Recommendation

(Net benefit or
harm

substantial)

Benefits >
Risks/Burdens (or vice
versa)

Net benefit (or net
harm) is substantial

Benefits >
Risks/Burdens (or vice
versa)

Net benefit (or net
harm) is substantial

Benefits > Risks/Burdens (or vice
versa)

Net benefit (or net harm) is
substantial

Applies to most patients in most



Applies to most
patients in most
circumstances and
future research is
unlikely to change
confidence

Applies to most
patients in most
circumstances but
better evidence could
change confidence

circumstances but better evidence
is likely to change confidence
(rarely used to support a Strong
Recommendation)

Moderate
Recommendation

(Net benefit or
harm moderate)

Benefits >
Risks/Burdens (or vice
versa)

Net benefit (or net
harm) is moderate

Applies to most
patients in most
circumstances and
future research is
unlikely to change
confidence

Benefits >
Risks/Burdens (or vice
versa)

Net benefit (or net
harm) is moderate

Applies to most
patients in most
circumstances and
future research is
unlikely to change
confidence

Benefits > Risks/Burdens (or vice
versa)

Net benefit (or net harm) appears
moderate

Applies to most patients in most
circumstances and future research
is unlikely to change confidence

Conditional
Recommendation

(No apparent net
benefit or harm)

Benefits =
Risks/Burdens

Best action depends
on individual patient
circumstances

Future research
unlikely to change
confidence

Benefits =
Risks/Burdens

Best action depends
on individual patient
circumstances

Better evidence could
change confidence

Balance between Benefits &
Risks/Burdens unclear

Alternative strategies may be
equally reasonable

Better evidence likely to change
confidence

Clinical Principle A statement about a component of clinical care that is widely agreed upon by
urologists or other clinicians for which there may or may not be evidence in the
medical literature

Expert Opinion A statement, achieved by consensus of the Panel, that is based on members'
clinical training, experience, knowledge, and judgment for which there is no
evidence

 Evidence Strength A
(High Certainty)

Evidence Strength B
(Moderate
Certainty)

Evidence Strength C (Low
Certainty)

Cost Analysis
A formal cost analysis was not performed and published cost analyses were not reviewed.

Method of Guideline Validation
Peer Review

Description of Method of Guideline Validation
The American Urological Association Education and Research, Inc. (AUA) conducted a thorough peer
review process. The draft guideline document was distributed to peer reviewers. The Panel reviewed and
discussed all submitted comments and revised the draft as needed. Once finalized, the guideline was
submitted for approval to the Practice Guidelines Committee (PGC) and Science and Quality Council
(S&Q). Then it was submitted to the AUA, American Society for Radiation Oncology (ASTRO), and Society
of Urologic Oncology (SUO) Board of Directors for final approval. It was approved by the AUA Board of
Directors in April 2017.

Evidence Supporting the Recommendations

Type of Evidence Supporting the Recommendations



The type of supporting evidence is identified and graded for each recommendation (see the "Major
Recommendations" field).

Where gaps in the evidence existed, the Panel provides guidance in the form of Clinical Principles or
Expert Opinions with consensus.

Benefits/Harms of Implementing the Guideline
Recommendations

Potential Benefits
The magnitude of benefit or risk/burdens, and the Panel's judgment regarding the balance between
benefits and risks/burdens are taken into account for each guideline statement. Refer to the original
guideline document for a discussion of evidence of benefits for specific statements.

Potential Harms
Patients electing definitive therapy are more likely to have immediate side effects. Surgery patients
may experience bleeding, infection, and pain in the immediate term and then experience erectile
dysfunction, urinary incontinence, urethral stricture and (very rarely) bowel problems. The risk of
perioperative death from prostate cancer surgery is <0.1% in most series. The same side effects
observed after surgery are possible with radiotherapy approaches, though bowel problems are more
common, and sexual and continence side effects take much longer to develop. In general, radical
prostatectomy causes more early erectile dysfunction (nerve-sparing better than non-nerve sparing)
and urinary incontinence than radiation treatment, though erectile dysfunction and urinary bother
beyond two to five years may be similar between surgery and radiation. Radiation treatment causes
more urinary irritation (brachytherapy more than external beam radiation) and modestly more
gastrointestinal side effects than radical prostatectomy.
Radiation treatment may be associated with a very small but increased risk for secondary cancer,
specifically bladder cancer and rectal cancer. The suspected incidence of radiation-induced second
primary cancers is reported to affect between 1% and 3% of patients in the years following
treatment. However, the absolute increase in risk is likely small, and published studies are difficult
to interpret due to uncontrolled confounders. External beam radiotherapy is associated with
secondary rectal cancers (30 cases per 100,000 person-years of follow-up; or 0.03% of patients
followed for 10 years). Brachytherapy may have a slightly lower risk of secondary rectal cancers than
external beam radiation (6 cases per 100,000 person-years).
Older men experience higher rates of permanent erectile dysfunction and urinary incontinence after
prostatectomy compared to younger men.
Lymphocele is the most common complication of pelvic lymphadenectomy (PLND) occurring in up to
60% of cases. Most lymphoceles are asymptomatic and require no treatment. Symptomatic
lymphoceles occur in 0.4% to 16% of patients,
Use of androgen deprivation therapy (ADT) with radiation increases the likelihood and severity of
adverse treatment-related events on sexual function in most men and can cause other systemic side
effects. ADT can cause sexual side effects, hot flashes, decreased bone mineral density,
gynecomastia, depression, fatigue, and weight gain.
Brachytherapy has similar effects as external beam radiotherapy with regard to erectile dysfunction
and proctitis but can also exacerbate urinary obstructive symptoms.
A 2009 review of the literature concluded that most patients (80%-90%) should expect erectile
dysfunction after whole-gland cryosurgery and that it should not be offered to patients who desire
preservation of potency.
In addition to the high risk of erectile dysfunction, patients considering cryosurgery should be
informed about the risks of adverse urinary and bowel quality of life outcomes.



Refer to the original guideline document for additional discussion of evidence of harms for specific
statements.

Contraindications

Contraindications
Defects from prior transurethral resection of the prostate (TURP) are a relative contraindication for
whole-gland cryosurgery due to the increased risk of urethral sloughing.
Cryosurgery is contraindicated in patients who cannot have transrectal ultrasound guidance and
monitoring of probe placement and the ablation cycle, such as surgical absence of the rectum from a
previous abdominal perineal resection.
Whole gland ablative therapies such as cryosurgery may be appropriate for patients with
contraindications to more traditional therapies, such as prostatectomy or radiotherapy (e.g.,
medically inoperable patients with either previous pelvic radiotherapy or autoimmune disorders).
Because external beam radiation therapy (EBRT) and brachytherapy, especially the latter, can cause
acute urinary obstructive and irritative symptoms, patients with significant baseline urinary
obstructive symptoms may prefer radical prostatectomy. Another relative contraindication for
brachytherapy is large prostate size >60 cc because of increased risk of urinary side effects. A prior
TURP is an absolute contraindication for brachytherapy if the defect precludes adequate placement of
seeds.
Relative contraindications to EBRT and brachytherapy include inflammatory bowel disease and history
of prior pelvic radiotherapy due to increased risk for treatment-related morbidity. Ataxia
telangiectasia is an absolute contraindication to both EBRT and brachytherapy because these
patients have a severe response to ionizing radiation.

Qualifying Statements

Qualifying Statements
While these guidelines do not necessarily establish the standard of care, the American Urological
Association Education and Research, Inc. (AUA) seeks to recommend and to encourage compliance by
practitioners with current best practices related to the condition being treated. As medical knowledge
expands and technology advances, the guidelines will change. Today these evidence-based
guidelines statements represent not absolute mandates but provisional proposals for treatment
under the specific conditions described in each document. For all these reasons, the guidelines do
not pre-empt physician judgment in individual cases.
Treating physicians must take into account variations in resources, and patient tolerances, needs,
and preferences. Conformance with any clinical guideline does not guarantee a successful outcome.
The guideline text may include information or recommendations about certain drug uses ("off label")
that are not approved by the Food and Drug Administration (FDA), or about medications or
substances not subject to the FDA approval process. AUA urges strict compliance with all
government regulations and protocols for prescription and use of these substances. The physician is
encouraged to carefully follow all available prescribing information about indications,
contraindications, precautions and warnings. These guidelines and best practice statements are not
intended to provide legal advice about use and misuse of these substances.
Although guidelines are intended to encourage best practices and potentially encompass available
technologies with sufficient data as of close of the literature review, they are necessarily time-
limited. Guidelines cannot include evaluation of all data on emerging technologies or management,
including those that are FDA-approved, which may immediately come to represent accepted clinical
practices. For this reason, the AUA does not regard technologies or management which are too new



to be addressed by this guideline as necessarily experimental or investigational.

Implementation of the Guideline

Description of Implementation Strategy
An implementation strategy was not provided.

Implementation Tools
Mobile Device Resources

Quick Reference Guides/Physician Guides

Slide Presentation

Institute of Medicine (IOM) National Healthcare Quality
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Getting Better

Living with Illness

IOM Domain
Effectiveness

Patient-centeredness
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